Calcium is a key signaling ion involved in many different intracellular and extracellular processes ranging from synaptic activity to cell-cell communication and adhesion. The exact definition at the molecular level of the versatility of this ion has made overwhelming progress in the past several years and has been extensively reviewed. In the brain, calcium is fundamental in the control of synaptic activity and memory formation, a process that leads to the activation of specific calciumdependent signal transduction pathways and implicates key protein effectors, such as CaMKs, MAPK/ERKs, and CREB. Properly controlled homeostasis of calcium signaling not only supports normal brain physiology but also maintains neuronal integrity and long-term cell survival. Emerging knowledge indicates that calcium homeostasis is not only critical for cell physiology and health, but also, when deregulated, can lead to neurodegeneration via complex and diverse mechanisms involved in selective neuronal impairments and death. The identification of several modulators of calcium homeostasis, such as presenilins and CALHM1, as potential factors involved in the pathogenesis of Alzheimer's disease, provides strong support for a role of calcium in neurodegeneration. These observations represent an important step towards understanding the molecular mechanisms of calcium signaling disturbances observed in different brain diseases such as Alzheimer's, Parkinson's, and Huntington's diseases.
Calcium signaling and neuronal functions in the healthy brain
Brain functions are manifested at specific synapses through release of neurotransmitters inducing a number of biochemical signaling events in postsynaptic neurons. One of the most prominent of these events is a rapid and transient rise in calcium levels. This local increase in calcium concentrations results in a number of short-term and long-term synapse-specific alterations. These include the insertion or removal of specific calcium channel subunits at or from the membrane and the post-translational modification or degradation of synaptic proteins [1] [2] [3] . Beside these local events at the synapse, calcium elevation in postsynaptic neurons activates a cascade of signaling events that result in gene expression and that are essential for dendritic development, neuronal survival, and synaptic plasticity [4, 5] (Figure 1 ).
Under resting conditions, free cytosolic calcium levels in neurons are maintained around 200 nM. Upon electrical or receptor-mediated stimulation, calcium levels rise to low micromolar concentrations by a mechanism of extracellular calcium influx or calcium release from intracellular stores. Extracellular calcium concentrations are several magnitudes higher compared to cytosolic calcium levels. Thus, calcium can enter the cells during opening of spe-cific ion channels, which include the voltage-gated calcium channels (VGCCs) and several ligand-gated ion channels, such as glutamate and acetylcholine receptors [6, 7] . The main intracellular calcium store is the endoplasmic reticulum (ER) from where calcium can be released into the cytosol via activation of the inositol 1,4,5-triphosphate receptors (InsP 3 Rs) or ryanodine receptors (RyRs) [6] . Basal cytosolic calcium levels are in part maintained by powerful calcium-binding and calcium-buffering proteins (e.g. calbindin or parvalbumin) or by active uptake into internal stores by the Sarco/ER calcium-ATPase (SERCA) at the ER membrane or by the mitochondrial uniporter [6] .
Calcium signaling and synaptic activity
Synaptic plasticity is thought to be crucial for information processing in the brain and to underlie learning and memory. Widely studied models for synaptic plasticity are long-term potentiation (LTP) and long-term depression (LTD). LTP is a cellular model underlying learning and memory, which has been described in all excitatory pathways in the hippocampus and in different other brain regions [8, 9] .
LTP is usually divided into three temporal phases. The first stage is initial LTP or referred as short-term potentiation (STP) and is characterized as being protein-kinase and protein-synthesis independent. The next phase is early LTP (E-LTP) and its expression is mediated by activation of various protein kinases and the insertion of glutamate receptors into the postsynaptic membrane [10, 11] . The third phase is late LTP (L-LTP) and lasts from a few hours to several days and is correlated to long-term memory. The critical biochemical feature for L-LTP is a requirement for new gene expression and protein synthesis [12] [13] [14] . An essential event necessary for the induction of all types of LTP appears to be the influx of calcium into the postsynaptic spine. Indeed, LTP induction can occur when postsynaptic hippocampal neurons are loaded with calcium [15] . Conversely, LTP can be blocked with calcium chelators preventing the postsynaptic rise in calcium [15] [16] [17] [18] [19] . Extracellular calcium influx is not, however, the only event controlling LTP. Depletion of ER calcium stores can block LTP, suggesting that calcium release from intracellular stores is also critical for LTP induction (see next paragraph and Ref. [9] ).
In the majority of synapses that support LTP, the postsynaptic increase in calcium is mediated by the N-methyl-Daspartate receptor (NMDAR) [20] [21] [22] . The requirement for NMDAR activity in LTP was not only demonstrated in the hippocampus, but also in other brain regions, such as the amygdala [23] and frontal cortex [24] . In addition animal studies confirmed the importance of NMDAR for learning and memory, by showing that NMDAR inhibition blocked spatial and associative learning [25] [26] [27] [28] . LTP induction, however, can also occur in the CA1 region as a result of L-type VGCC activation [29, 30] . Furthermore, several studies have shown that intracellular calcium stores may also play a role in the increase of postsynaptic calcium levels upon synaptic activity. Indeed, depletion of ER calcium stores with thapsigargin has been shown to inhibit the induction of LTP in brain hippocampal slices [31] [32] [33] and inhibition of the ER calcium channels RyRs or InsP3Rs appeared to affect specific LTP forms [30, 33, 34] .
Calcium signaling and CaMKs
The rise in intracellular calcium levels upon synaptic activity triggers the activation of several kinases critical for the induction and expression of LTP. These include the calcium/calmodulin-regulated protein kinases CaMKII and CaMKIV [35] , the cAMP-dependent protein kinase A (PKA) [36] , PKC [37, 38] and MAPK/ERKs. A broad range of evidence from molecular, cellular, and transgenic animal studies established CaMKII as a key factor in LTP. Postsynaptic injection of CaMKII inhibitors or genetic deletion of a critical CaMKII subunit blocked the ability to generate LTP and impaired learning in mice [10, 37, 39, 40] . In addition, enhancing postsynaptic CaM-KII activity in CA1 neurons was able to induce synaptic potentiation and subsequent induction of LTP [41, 42] . Some of the consequences of CaMKII activation are an increase of the calcium conductance of the glutamate receptor AMPAR (α-amino-3-hydroxy-5-methyl-4-isoxazole propionic acid receptor), and this by a mechanism of phosphorylation of the channel by CaMKII and by Calcium signaling in synaptic plasticity Figure 1 Calcium signaling in synaptic plasticity. Synaptic activity results in the elevation of cytosolic calcium levels by promoting extracellular calcium influx (through opening of specific cell surface calcium channels, e.g. VGCCs or NMDAR) or ER calcium efflux (via activation of RyRs or InsP3Rs). Increased cytosolic calcium concentrations initiate the activation of several kinase-dependent signaling cascades leading to CREB activation and phosphorylation at Ser133, a process critical for protein synthesis-dependent synaptic plasticity and LTP. increasing AMPAR recycling. Both of these effects represent a way to regulate the strength of glutamergic synapses [43] [44] [45] .
Calcium signaling and MAPK/ERKs
One of the protein kinase families critical for the expression of LTP is the MAP kinase family, specifically the extracellular signal-regulated kinases (ERKs). ERKs belong to the large family of mitogen-activated protein kinases (MAPKs) which have a vital role in differentiation and proliferation in dividing cells. ERKs are also highly expressed in the adult brain, specifically in mature neurons, which are terminally differentiated and do not divide [46] .
The MAPK/ERK cascade involves a consecutive and sequential activation of 3 kinases. The upstream MAPK kinase-kinases Raf phosphorylate MAPK/ERK-kinases (MEKs). MEKs are dual specific kinases that trigger the activation of MAPKs by phosphorylating a threonine and tyrosine. Phosphorylation of both residues is required for ERK activation. ERK is phosphorylated during NMDAR activation in the hippocampal CA1 region during LTP [47, 48] and in cultured embryonic hippocampal neurons [49] , demonstrating ERK involvement in synaptic plasticity [50] [51] [52] [53] .
It appears that activation of the MAPK/ERK cascade by calcium can be mediated by different pathways. One of these pathways is Ras-dependent. Ras represents one superfamily of small GTPases, which function as a molecular switch by cycling between an inactive GDP-bound state and an active GTP-bound state. This process is facilitated by guanine nucleotide exchange factors (GEFs) for activation and GTPase-activating proteins (GAPs) for inhibition of Ras. RasGRF1, a calcium/CaM-dependent GEF, interacts with the NR2B subunit of NMDAR and mediates activation of the calcium channel and of the Ras/Raf/ERK cascade in hippocampal neurons [54, 55] . A novel Ras-GAP, p135 SynGAP, which is highly abundant at glutaminergic synapses, is reversibly inhibited by CaMKII [56] . This inhibition could stop the inactivation of GTPbound Ras and thus initiate MAPK/ERK cascade activation.
In addition to Ras, PKA and PKC appear to be required for MAPK activation in cell culture models and hippocampal slices [57] [58] [59] . Further experiments also showed that PKA is required for nuclear translocation of ERK. The abundant crosstalk between these different kinase pathways suggests that the ERK cascade may represent a point of convergence from several kinases activated as a consequence of LTP induction and calcium elevation in the post-synaptic terminal [9, 60] (Figure 1 ).
Even though the ERK family comprises 5 different isoforms, ERK1 through ERK5, ERK1 and ERK2 are the most studied in synaptic plasticity. The two kinases show nearly 85% sequence identity and are both highly expressed throughout the brain and in postmitotic neurons [46, 61] . In some cases, however, ERK1 and ERK2 activation is differentially regulated. ERK2, but not ERK1, is activated in the CA1 region of the hippocampus after LTP induction [47] . In rats, ERK2 was selectively activated after contextual fear conditioning [62] . Whereas genetic ablation of ERK1 has no severe general phenotypic consequences [63, 64] , an ERK1 knockout mouse model was found to display significant enhancement of striatum-dependent long-term memory/LTP [65] . In contrast to ERK1, ERK2 knockout animals are embryonic lethal [51] . Conditional ERK2 inactivation revealed that ERK2 deficiency in the brain results in a reduction of cortical brain thickness and in the generation of fewer neurons [66] . Together, these data clearly suggest a different role for both ERK isoforms, with ERK1 possibly playing an accessory function to ERK2 during LTP and neuronal calcium signaling.
Calcium signaling and CREB
It is well established that changes in intracellular calcium levels in neurons are transduced into protein synthesis through activation of specific signaling pathways and transcription factors. Protein synthesis is indeed required for persistent forms of synaptic plasticity, including LTP, via potential interactions between the mTOR (mammalian target of rapamycin) and ERK pathways in hippocampal neurons [67] . One of the transcription factors involved, cAMP-responsive element binding (CREB), has been identified as critically important for protein synthesis during LTP and long-term memory formation.
The first indications for a role of CREB in synaptic plasticity came from studies with the snail Aplysia, which exhibits a memory-like behavior for gill withdrawal reflex known as long-term facilitation (LTF, reviewed in [68] Thus, calcium is critically involved in synaptic activity and memory formation by regulating specific signal transduction pathways that implicate key protein effectors, such as CaMKs, MAPK/ERKs, and CREB ( Figure 1 ). Properly controlled homeostasis of this calcium signaling not only supports normal brain physiology but also maintains normal neuronal integrity and long-term cell survival.
Calcium homeostasis perturbations in neurodegenerative diseases
Perturbations in calcium homeostasis were observed in several neurodegenerative disorders including Alzheimer's disease (AD) Table  1 ). Calcium homeostasis disruption implicates several mechanisms, such as alterations of calcium buffering capacities, deregulation of calcium channel activities, or excitotoxicity. Rare examples support a direct causative role of calcium homeostasis deregulation in neurodegeneration. However, compelling evidence supported by an increasing number of publications on this topic, highlights the importance of calcium deregulation in the neurodegenerative process [98, 112] . We will focus in this section on how calcium homeostasis is affected in neurodegenerative disorders by taking non exhaustive examples in AD, PD, HD, and ALS ( Figure 2 ).
Weakening of cell calcium buffering capacity
Different populations of neurons are selectively affected in different neurodegenerative diseases. The selective vulnerability of some neuronal populations can be explained in part by the decreased expression of some calcium buffering proteins including calbindin-D28K, calmodulin, and parvalbumin. Calbindin-D28K and parvalbumin are absent in motoneuron populations lost early in ALS (e.g. cortical and spinal motoneurons, lower cranial nerve motoneurons), while motoneurons rarely affected or damaged late during the disease express markedly higher levels of these calcium-buffering proteins [110] . The importance of calcium buffering protein levels for calcium homeostasis in ALS was confirmed in vivo in parvalbumin transgenic mice interbred with mutant copper/zinc superoxide dismutase SOD1 (mSOD1) transgenic mice, an animal model for familial ALS. These mice present a significant reduction in motoneuron loss, had a delayed disease onset, and a prolonged survival when compared with mSOD1 transgenic mice [113] . Interestingly, a dramatic reduction in calbindin-D28K mRNA and protein levels has been described in the substantia nigra, hippocampus, and nucleus raphe dorsalis in brains of patients with PD [114] . Furthermore, an overall decrease in the levels of calbindin-D28K and calmodulin has been found in the temporal, parietal, and frontal cortex of brains of AD patients [115, 116] . In brains of HD patients, a loss of neurons containing calbindin-D28K has also been observed [117] . These findings indicate that the decline in the calcium buffering capacity in brain areas known to be particularly affected in each of these diseases may contribute to the neurodegenerative process.
Increased vulnerability to excitotoxicity
Glutamate is the most abundant excitatory neurotransmitter of the mammalian nervous system. At the neuronal membrane, glutamate binds to ionotropic and metabotropic receptors. Ionotropic receptors include NMDA, kainate, and AMPA receptors. Activation of the ionotropic receptors leads to channel opening at the plasma membrane and permeability to calcium. Functional AMPARs are homo-and hetero-oligomeric assemblies composed of various combinations of 4 possible subunits. The calcium permeability of AMPARs differs markedly according to whether the GluR2 subunit is present or not in the protein complex: The presence of GluR2 interfering with the channel permeability to calcium. In contrast with ionotropic receptors, metabotropic receptors are not ion channels but are also regulators of calcium homeostasis by mobilizing calcium from internal stores via GTP binding protein-dependent mechanisms.
Excessive activation of glutamate receptors can result in neuronal dysfunction and cell death, a process called excitotoxicity [118] . Uncontrolled activation of ionotropic receptors leads to an excessive influx of calcium through the plasma membrane, which along with impairments of synaptic activation and neuronal plasticity, activate a number of calcium-dependent enzymes involved in the catabolism of proteins, phospholipids, and nucleic acids, as well as in the synthesis of nitric oxide (NO). These alterations can potentially lead to cell death through different pathways, such as membrane break-down, cytoskeletal alterations, and NO-derived free radical production. Increased activation of glutamate receptors has been described in AD, PD, ALS, and HD. Alterations in calcium homeostasis in some neurodegenerative diseases could also be the consequence of mutations in ion channels. Our group has recently identified and characterized a new calcium channel involved in AD pathogenesis [142] . We have showed that a polymorphism in the gene coding for CALHM1 leads to a decrease in the activity of the channel and is genetically associated with the risk of developing late-onset AD in large European populations (see section "CALHM1: A novel regulator of calcium homeostasis and AD pathogenesis"). In ALS patients, a genome-wide association study identified the inositol 1,4,5-triphosphate receptor 2 gene (ITPR2) as a candidate susceptibility gene [143, 144] . ITPR2 is a main regulator of intracellular calcium concentrations. It is also important to mention that spinocerebellar ataxia type 6 (SCA6) is a neurodegenerative disorder caused by CAG repeat expansions within the P/Q type calcium channel CaV2.1 gene and is characterized by predominant degeneration of cerebellar Purkinje cells [145] [146] [147] [148] .
Disruption of mitochondrial calcium homeostasis
Mitochondria are important calcium regulators. Indeed, mitochondria can take up calcium by an energy-dependent process through the uniporter and thus reduce cytosolic calcium concentrations. Mitochondria can also release their calcium content through a Na + /Ca 2+ exchanger and the mitochondrial permeability transition (MPT) pore upon appropriate stimulation. Various factors, including high mitochondrial calcium levels and mitochondrial depolarization, trigger MPT pore opening. Prolonged opening of this pore has been associated with In sporadic ALS, defective electron transport chain function, perturbed mitochondrial calcium buffering, oxidative stress, and altered mitochondrial ultra-structure have been observed [154] . Mitochondrial abnormalities have also been found in patients with ALS and in transgenic mice with mutant SOD1 [155, 156] . In G93A SOD1 mutant transgenic mice, a significant decrease in mitochondrial calcium loading capacity in brain and spinal cord was found [157] . Mutant SOD1 may also affect intracellular calcium levels through a direct toxic effect on mitochondria [158, 159] .
Defects in mitochondria have also been observed in AD. Mitochondria from AD patient fibroblasts take up less calcium compared to normal controls and they sequester more calcium following oxidative stress [160] . Pyramidal hippocampal neurons show increased levels of mitochondrial DNA and proteins in the cytoplasm and lysosomes [161] . Besides, the Aβ peptide was found in mitochondria from brains of transgenic mice and AD patients and is associated with diminished enzyme activity of the respiratory chain complexes III and IV, and with a reduction in the rate of oxygen consumption [162] . Recent evidence also indicates that Aβ can be transported into mitochondria via the translocase of the outer membrane TOM [163] . Furthermore, Aβ oligomers were proposed to induce a mitochondrial calcium overload resulting in a massive calcium influx and toxicity in neurons [164] . Mitochondrial Aβ accumulation in AD neurons may thus potentiate calcium-induced opening of the MPT pore and mitochondrial swelling [165, 166] .
Strong evidence also implicates mitochondria impairments in PD pathogenesis. Dysfunctional mitochondria with reduced activities of complex I and of NADH cytochrome c reductase in neurons from the substantia nigra have been observed in PD [167] . Evidence that mitochondria defects are involved in PD also comes from toxic substances known to induce Parkinson-like symptoms, such as MPTP and rotenone [168] [169] [170] . The active metabolite of MPTP, the 1-methyl-4-phenylpyridinium ion (MPP+), is an inhibitor of the mitochondrial electron transport chain complex I and a substrate of the dopamine transporter. Thus, MPP+ can accumulate in dopaminergic neurons, where it confers toxicity and leads to neuronal death through complex I inhibition. This has many deleterious consequences, including increased free radical production, oxidative stress, and decrease ATP production, causing increased intracellular calcium concentrations, excitotoxicity, and NO-related cellular damage. Likewise, rats administered with the highly selective complex I inhibitor rotenone developed a PD-like syndrome characterized by neuronal degeneration and formation of α-synuclein rich inclusion bodies [171] .
Calcium homeostasis deregulations in AD
A large body of literature supports the notion that a deranged intracellular calcium signaling occurs in AD and may be involved in both APP processing deregulation and neurodegeneration [7, 99, 172] . Several in vitro and in vivo studies have identified calcium signaling pathways relevant to AD pathogenesis.
Recently, two studies have addressed the important question of neuronal calcium dynamics in vivo in the brain of APP-expressing mouse models. Using brain injections of calcium indicator dyes, the authors observed a calcium overload in dendritic spines [173] and an increase in the frequency of spontaneous calcium transients [174] in neurons adjacent to cortical amyloid plaques. Kuchibhotla and colleagues showed that senile plaques impaired neuritic calcium homeostasis in vivo and result in a structural and functional disruption of neuronal networks [173] . Busche and colleagues used double transgenic APP23xPS45 mice to visualize in vivo amyloid plaques and cortical neurons. They sequentially injected the calcium indicator dye Oregon Green 488 BAPTA-1 AM in order to monitor calcium transient and firing of action potentials in neurons and thioflavin S to label fibrillar amyloid deposits. In the transgenic mice, they found that only half of the neurons were active in the normal frequency range, whereas the remaining neurons were either silent or hyperactive. They further demonstrated that these hyperactive neurons were found in close proximity to the plaque borders, whereas the proportion of silent cells gradually increases at greater distances from the plaques. They observed a strict correlation between the formation of amyloid plaques, the appearance of hyperactive neurons, and the impairment of the animal's learning capability [174] . These data are important because they provide in vivo evidence for a calcium-dependent mechanism of disturbed neuronal and synaptic function in AD. They also represent an intriguing observation because calcium homeostasis in neurons and in dendritic spines supports neural networks directly relevant to learning and memory.
Specific soluble oligomeric species of Aβ were found to be synaptotoxic by affecting LTP and memory in rodents [175] [176] [177] [178] [179] . Several studies demonstrated that Aβ-induced synaptic dysfunction is linked to altered calcium signaling. Exposure of cortical neurons to Aβ peptides destabilized calcium homeostasis and rendered neurons more vulnerable to excitoxicity [130, 180] . Application of Aβ40 to cortical synaptosomes and cultured neurons was also found to increase calcium influx via activation of VGCCs [181] . CaMKII autophosphorylation and subsequent phosphorylation of the AMPAR GluR1 subunit was strongly inhibited by application of Aβ42 peptides during hippocampal LTP [182] . Furthermore, soluble oligomeric Aβ isolated from AD patient brains was proposed to be toxic by affecting mGluRs and NMDARs [183] . Similar to α-synuclein, Aβ adopts a β-sheet structure and was also proposed to act by forming calcium pores [100, [184] [185] [186] [187] . Together, these studies support the notion that defects in calcium-dependent synaptic activity are likely to be responsible for the neurotoxic effect of Aβ. Although proximity to senile plaques, which mostly contain deposited Aβ, seems to affect calcium-dependent synaptic functions in vivo, it is conceivable to believe that plaques might constitute a reservoir for soluble Aβ species, including oligomeric neurotoxic species. The "calcium poisoning" effect observed in vivo in neurons surrounding the amyloid deposits might therefore be due to released soluble neurotoxic oligomeric Aβ species.
APP, tau, and calcium homeostasis
A sustained increase in intracellular calcium can, per se, lead to neurodegeneration and cell death. However, calcium homeostasis deregulation can also affect the fate of proteins involved in the pathogenesis of the disease, as it is the case for tau and Aβ in AD. In addition to the Aβ plaques, histopathological studies of the AD brain have revealed the presence of dramatic ultrastructural changes triggered by other lesions, the neurofibrillary tangles, which consist of aggregated hyperphosphorylated tau proteins [97, 129, 188] . The state of tau phosphorylation and proteolysis can be regulated by calcium-dependent mechanisms. CaMKII can phosphorylate tau [189] . Cyclindependent kinase 5 (cdk5), another kinase involved in tau phosphorylation [190] , is indirectly activated by the calcium-activated protease calpain. Indeed, cdk5 has to be associated with its regulatory subunit, p35 to be activated. Conversion of p35 to p25 deregulates cdk5 activity, resulting in an increased cdk5 kinase activity [191] . Calpain cleaves p35 into p25, and thus controls cdk5 activation [192] . Furthermore, tau is dephosphorylated by the calcium/calmodulin-dependent phosphatase, calcineurin [193] . Calpain was also proposed to directly participate in tau proteolysis and degradation [194] . Interestingly, inhibition of calpains was recently found to improve memory and synaptic transmission in a mouse model of AD [195] . Pharmacological inhibition of calpains restored normal synaptic function in both hippocampal cell cultures and hippocampal slices from APP/PS1 mice. Calpain inhibition also improved spatial working memory and associative fear memory in these mice. These beneficial effects of calpain inhibition were associated with restoration of normal phosphorylation levels of CREB [195] . Interestingly, overexpression of tau-tubulin kinase-1 (TTBK1), a kinase phosphorylating tau and activating calpain I and cdk5, led to the formation of neurofilament aggregates and agedependent memory impairments in a transgenic animal model [196] . The authors also determined that TTBK1 expression resulted in a downregulation of hippocampal NMDAR NR2B subunits, suggesting a potential cross-talk between tau phosphorylation, calcium homeostasis deregulations, and memory deterioration.
Sequential endoproteolysis of APP (amyloid-β precursor protein) by the aspartyl protease β-secretase/BACE1 and by the presenilin/γ-secretase complex leads to the production of Aβ [197, 198] . In an alternative non-amyloidogenic pathway, APP is endoproteolyzed within the Aβ region by α-secretase to generate the soluble N-terminal fragment sAPPα, a protein that might possess some neuroprotective properties [198] . APP processing can be regulated by calcium signaling and inversely, APP metabolism can influence calcium signaling. It was shown that calcium influx mediated by calcium ionophores or by membrane depolarization and channel opening, leads to increased production of Aβ [199, 200] . Conversly, inhibition of SERCA pumps with thapsigargin and increased cytosolic calcium levels from ER calcium depletion, diminished Aβ generation [201] . It seems that the effect of calcium on APP processing might depend on the source of the ions and on the mechanism involved. Calcium has also been involved in the stimulation of sAPP release [142, 201, 202] . Moreover, sAPPα can cause a rapid and prolonged reduction in intracellular calcium concentrations and can protect neurons against glutamate neurotoxicity by raising the excitotoxic threshold [180, 203] . In addition, carboxy-terminal fragments (CTs) of APP can disrupt calcium homeostasis and render neuronal cells vulnerable to excitotoxicity. It was found that a recombinant CT105 of APP could inhibit Na + /Ca 2+ exchanger activity in SK-N-SH cells [204] and rendered SK-N-SH cells and rat primary cortical neurons more vulnerable to glutamate-induced excitotoxicity [205] . Importantly, both Aβ and CT105 have been shown to shorten the duration of high frequency stimulation-induced LTP in rat hippocampus in vivo [206] . Moreover, adult transgenic mice expressing the CT104 of APP demonstrated spatial learning deficits and defects in the maintenance of LTP [207] . Calcium signaling alterations are also observed in presenilin-1-/-and APP-/-cells and can be reversed by reintroduction of AICD, the C-terminal domain of APP produced by γ-secretase. This suggests that AICD could also be involved in the regulation of calcium signaling [208] .
Presenilins in calcium homeostasis
Presenilins (PSs) are multipass transmembrane proteins involved in many cases of early-onset familial AD (FAD) and represent the catalytic core of the γ-secretase activity [197] . In 2006, it has been proposed that PS holoproteins have calcium leak properties at the ER membrane. The authors showed that PSs could form low-conductance divalent-cation-permeable ion channels in planar lipid bilayers, a property significantly reduced by several FADlinked PS mutations [209, 210] . Furthermore, it has been shown that PSs can physically interact with the InsP3 [211] and ryanodine [212] receptors and facilitate their calcium gating activity at the ER membrane. Overexpression of several FAD PS mutants consistently generated a robust increase in the gating of InsP3R, as compared to wild type PSs [211] , suggesting that the pathogenic mutations exaggerate cellular calcium signaling in response to ligand activation. The ER calcium pump SERCA was also found to form a protein complex with endogenous PSs, an interaction that influences SERCA function by controlling ER calcium sequestration and InsP3-mediated calcium liberation [213] . Several of these studies have also proposed that increased ER calcium release via InsP3Rs or RyRs or via modulation of SERCA may modulate APP processing and facilitate Aβ accumulation. Together these studies indicate that disease-linked PS mutations could impact APP metabolism by affecting ER calcium dynamics at multiple levels ( Figure 2 ). Nevertheless, APP metabolism involves a complex series of events and the direct influence of calcium signaling on this process remains to be clearly addressed [7] .
CALHM1: A novel regulator of calcium homeostasis and AD pathogenesis
A number of neurodegenerative disorders are caused by mutations in genes expressed principally in the central nervous system. This is the case for the brain proteins tau and α-synuclein, which are genetically linked to autosomal dominant forms of frontotemporal dementia [214] and PD [215] , respectively. Recently, we postulated that susceptibility to AD could come from genes predominantly expressed in affected brain regions, such as the hippocampus. By using a tissue-expression profiling method to screen for genes predominantly expressed in the hippocampus and located in linkage regions for AD, our group identified the CALHM1 gene, located on chromosome 10. CALHM1 codes for a protein of neuronal origin that shares sequence similarities with NMDAR and that controls both cytosolic calcium concentrations [142] and ERK1/2 activation [216] . Voltage-clamp analyses further revealed that CALHM1 generates a calcium-selective cation current at the plasma membrane [142] . Importantly, we also determined that the frequency of the rare allele of the rs2986017 SNP (single nucleotide polymorphism) in CALHM1, which results in the P86L substitution, is significantly increased in AD cases in five independent cohorts. Further investigation demonstrated the functional significance of the rs2986017 SNP by showing that the P86L polymorphism promotes Aβ accumulation via a loss of
The role of CALHM1 in calcium signaling: Relevance for APP metabolism and AD pathogenesis Figure 3 The role of CALHM1 in calcium signaling: Relevance for APP metabolism and AD pathogenesis. CALHM1 is a cell surface protein of neuronal origin that shares sequence similarities with NMDAR. CALHM1 expression generates a calcium-selective cation current at the plasma membrane and controls cytosolic calcium concentrations, a mechanism that may lead to ERK1/2 activation (left panel). Importantly, the P86L mutation in CALHM1, which we found associated with an increased risk for AD in European populations, leads to an inhibition of the control of APP processing by CALHM1 (right panel). Consequently, the P86L mutation leads to a derepression of the effect of CALHM1 on Aβ accumulation and thus to an increase of Aβ levels. P86L-CALHM1 promotes Aβ accumulation via a loss of CALHM1 control on calcium permeability and cytosolic calcium levels [142] . Therefore, CALHM1 is a component of a novel cerebral calcium channel family involved in calcium signaling and Aβ metabolism, and thus may represent an important player in the calcium homeostasis deregulations observed in AD pathogenesis. CALHM1 control on calcium permeability and cytosolic calcium levels [142] . Together, this work provides strong evidence that CALHM1 is a component of a novel cerebral calcium channel family involved in Aβ metabolism and that CALHM1 polymorphisms may influence AD risk. The identification of CALHM1 as a key modulator of calcium homeostasis and Aβ levels provides strong support for the calcium hypothesis of AD. This work is also an important step towards understanding the potential pathological cross talk between calcium signaling disturbances, pathways of Aβ accumulation, and neurodegeneration ( Figure  3 ).
Conclusion
The central role of calcium signaling in brain functions underlines its potential relevance for neurodegeneration. This notion is now supported by overwhelming evidence in several neurodegenerative disorders of the CNS, such as AD, PD, or HD, and in the motoneuron disorder ALS. The apparent complexity of the different calcium-dependent mechanisms involved in neuronal death in these diseases, reflects the sophistication of the pathways available to control normal calcium homeostasis. This complexity makes the identification of precise and common neurotoxic molecular events between these disorders challenging. Nevertheless, it is likely that a precise definition of the calcium signaling failure in neurodegeneration will one day emerge and facilitate the identification of novel therapeutic targets.
